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RLD.P Roles for non-specific derivatives from patents: BIOL (Biological 
study) ; PRP (Properties) ; USES (Uses) 

RL.NP Roles from non-patents: BIOL (Biological study); PREP (Preparation); 
USES (Uses) 
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Pharmaceutical formulation comprising dinucleoside 
polyphosphates and salts thereof 

Yerxa, Benjamin R.; Peterson, Ward M. ; Rideout, Janet 
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US 2003-397795 A2 
US 1997-797472 A2 
AB The invention provides a method of treating edematous retinal 

disorders. The method comprises administration of a pharmaceutical 
formulation comprising a hydrolysis-resistant P2Y receptor agonist to 
stimulate the removal of pathol . extraneous fluid from the subretinal and 
retinal spaces and thereby reduce the accumulation of said fluid 
associated with retinal detachment and retinal edema. 

The P2Y receptor agonist can be administered with therapeutic and adjuvant 
agents commonly used to treat edematous retinal disorders. The 
pharmaceutical formulation useful in this invention comprises a P2Y 
receptor agonist with enhanced resistance to extracellular hydrolysis, 
such as dinucleoside polyphosphate compds., or hydrolysis-resistant 
mononucleoside triphosphate salts. The invention also provides 
PI- (2* -deoxycytidine 5 P4- (uridine 5 ' - ) tetraphosphate, tetra- (alkali 
metal) salts such as tetrasodium, tetralithium, tetrapotassium, and mixed 
(tetra-alkali metal) salts. The invention further provides a 
pharmaceutical formulation comprising a PI- (2 ' -deoxycytidine 
5' -) P4- (uridine 5 • - ) tetraphosphate, tetra- (alkali metal) salt, in a 
pharmaceutically acceptable carrier. 
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The invention provides method for the treatment of edematous 
retinal disorders. Method comprises administration of a 

pharmaceutical formulation comprising a hydrolysis -resistant P2Y receptor 
agonist to stimulate the removal of pathol . extraneous fluid from the 
subretinal and retinal spaces and thereby reduce the 
accumulation of said fluid associated with retinal detachment and 
retinal edema. The P2Y receptor agonist can be administered with 
therapeutic and adjuvant agents commonly used to treat edematous 
retinal disorders. The pharmaceutical formulation useful in this 
invention comprises a P2Y receptor agonist with enhanced resistance to 
extracellular hydrolysis, such as dinucleoside polyphosphate compds . , or 
hydrolysis-resistant mononucleoside triphosphates. 
REFERENCE COUNT: 20 THERE ARE 20 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The present invention relates to certain novel dinucleotides I (X = 0, 

CH2, imido, CF2 ; B, Bl = independently nucleobase; Z, Zl = independently 
OH, N3; Y, Yl = independently H, OH; Q = (HP03)m; n = 0-2; tn = 0-2; n + m 
= 0-4) and formulations thereof which are highly selective agonists of the 
P2Y2 and/or P2Y4 purinergic receptor. They are useful in the treatment of 
chronic obstructive pulmonary diseases such as chronic bronchitis, PCD, 
cystic fibrosis, as well as prevention of pneumonia due to immobility. 
Furthermore, because of their general ability to clear retained mucus 
secretions and stimulate ciliary beat frequency, the compds . of the 
present invention are also useful in the treatment of sinusitis, otitis 
media and nasolacrimal duct obstruction. They are also useful for 
treatment of dry eye disease and retinal detachment. Thus, 
PI, P2-di (uridine-5' -) -P2,P3-methylenetetraphosphate was prepared as P2Y2 
and/or P2Y4 purinergic receptor (EC50 = 11.1 ^imol) . 

REFERENCE COUNT: 93 THERE ARE 93 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Methods are disclosed for prevention or treatment of retinal 
degeneration arising from pathophysiol . or phys . conditions, 
involves administration of a pharmaceutical composition comprising a purinergic 
P2Y receptor ligand, in an amount effective to elevate its extracellular 
concentration to activate retinal glial and neuronal cell surface P2Y 
receptors and mount a neuroprotective response. Also disclosed are 
methods of administration including intravitreal bolus and 
sustained-release administration, transscleral delivery, topical, and 
systemic administration. The pharmaceutical composition useful in the 
invention comprises a P2Y purinergic receptor agonist, which include 
uridine 5»-di -and triphosphate (UDP, UTP) and their analogs, ADP (ADP) 
and its analogs, cytidine 5'-di- and triphosphate (CDP, CTP) and their 
analogs, and dinucleoside polyphosphate compds . 
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AB The invention provides a method of treating edematous retinal 

disorders. The method comprises administration of a P2Y receptor agonist 
to stimulate the removal of pathol . extraneous fluid from the subretinal 
and retinal spaces and thereby reduce the accumulation of said 
fluid associated with retinal detachment and retinal 

edema. The P2Y receptor agonist may be administered with therapeutic and 
adjuvant agents commonly used to treat edematous retinal 

disorders. The pharmaceutical composition useful in this invention comprises a 
P2Y receptor agonist with enhanced resistance to extracellular hydrolysis, 
such as dinucleoside polyphosphate compds . 
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AB The title solution contains one or more cell nutrient supplements and a 

growth factor which maintains and enhances the preservation of eye 

tissues, including human corneal, retinal, and corneal 

epithelial tissues at low to physiol, temperature (2-38*'). This solution is 
composed of a defined aqueous nutrient and electrolyte solution, supplemented 
with glycosaminoglycans, deturgescent agents, energy sources, buffer 
systems, antioxidants, membrane stabilizers, antibiotics, antimycotics, 
ATP or energy precursors, nutrient cell supplements, nonessential amino 
acids, trace minerals, trace elements, and growth factors. 
REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The present invention relates to certain novel dinucleotides I (X = 0, 

CH2, imido, CF2 ; B, Bl = independently nucleobase; Z, Zl = independently 
OH, N3; Y, Yl = independently H, OH; Q = (HP03)m; n = 0-2; m = 0-2; n + m 
= 0-4) and formulations thereof which are highly selective agonists of the 
P2Y2 and/or P2Y4 purinergic receptor. They are useful in the treatment of 
chronic obstructive pulmonary diseases such as chronic bronchitis, PCD, 
cystic fibrosis, as well as prevention of pneumonia due to immobility. 
Furthermore, because of their general ability to clear retained mucus 
secretions and stimulate ciliary beat frequency, the compds . of the 
present invention are also useful in the treatment of sinusitis, otitis 
media and nasolacrimal duct obstruction. They are also useful for 
treatment of dry eye disease and retinal detachment. Thus, 
PI, P2-di {uridine-5' -) -P2, P3-methylenetetraphosphate was prepared as P2Y2 
and/or P2Y4 purinergic receptor (EC50 = 11.1 p-mol) . 



